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(57) Abstract 

Powdery pemasal compositions containing a drug having a particle diameter of less than 10 nm or a freeze-dried drug, a 
water-absorbing and hardly water-soluble base and a water-absorbing and gel-forming base. These compositions are excellent in drug 
absorbability. 
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?L i* 4 1 T ?S & L x $ b t K o 4- •> 7 s p t° ;l/-t ;U p - X ( B # tf & 
1± IS! : HPC - H ) 20mg L < (i40mg£ ftzRfttf i L T X f 7 U > JSt "7 
7'* y 7 AO. 16mg£ttix.. ?L & 4" T ft & L fc> * llfife % * 8Q SK L ( 

1 6 
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itnm 3 ~ 4 ) = 

Z<Dt&, $ 3£ H "t? ^ o - * 0§.4tJ$.ft%l : Avicel PH101) li> 
^ © 90S* ±© ft i^il £ 63- 150 /imiU:t®, 

t Kp*->7u f;Hr;bo-X (B*WmttM : HPC-H) fcU * 
CD90fi*%i^±©^^ (7)5p±£jfi^ g£lO- 100 /im> Lf:{)©^f 

Ctt^Mtl£Sfe££Siitt1sC5& ({*£ 2.5-3.0 kg) 0# 
1 Id ^to 

ttT^oTKKfcttosan?* 5cct»y^^jsdtttai»it?* s hpccd 

21£it7^ MSJfcT'99: 1 -65 : 35©$gEI<Di#&C N li?g^65/i 
m (J£&ffl3~4) ^ ***tt'C^07KKJRtt©*S'JT*SCC<!: 
fit? /UJ&fifctt£?WT* S HPC©M£Jt#<55 : 45, 40 : 60 ( JtRfll 1 
- 2 ) «kOkili^Slifilill*feg£*l> *&BJj0*iLfi)t&(;U L < 
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I L 

&Uf&%>)®:5-'&(ni&®7'7 u J ;u 7 4 > ifil 4 1 91 © H S£ ft 

(ng/ml) 





P P 

LI 


UD P 

Hr I 


*rV 12. 
fci "T 13£ 


1 R 4V 

1 07J 


o \) 77 




y v >7 


cfc* -Mr- /Cil 1 


90 


1 0 


5 p. m 


ft /I 


(\ 

0. U 




1 ft 


^ AtE L 


0 u 


9 fl 


J fJL ill 


4 7 


3 3 


3 0 


1 0 

J. • V 


itt^m i 


55 


45 


5 a/ m 


1.0 


1. 2 


0. 8 


0.6 


J±&0] 2 


40 


60 


5 p. m 


0. 9 


0. 8 


0. 7 


0. 5 


Jt«0] 3 


90 


10 


65// m 


0. 5 


1. 0 


0. 4 


0. 2 


ifcttfl 4 


; 80 


20 


65 u m 


0. 1 


0. 2 


0. 1 


0 



^afefflj 3 - 4 fejUmgEjgj 5 ~ 8 

^ 7 f- K • ISItliO— ^t^St^r^^^ h ~ > ( ^ 'J > 
?D. y F ttK, 2 urn) £20mg(C J\<v 

-X (jUfcfifcttSI! : Avicel PH101 ) 1 9000mg fc> I < (i 18000mg£ ft] 
AUh'-FUt-tl^L ^t:t K d * ♦> 7 o fcf ;H? ;u a 
-X (B*#iittM: HPC-H) lOOOmgfc L < (i2000mg<h ffiRM t 
LTXfT'J >|7/*'>f A 16mg£ ftn ^.s ?DXD-^J-U 

i^ti^i 2 u m) £20mg!C N % |£ H -t? ^ o - * ( Jfi ft: J* tt S! : Avic 
el PHlODlOOOOmgt L < (i 8000mg£ fin X. ' W Xlf- K ; *t-rjS 
£ L n ^Ct FD + >7Dh^Hr;l/o-x (H*fittlS : HPC 
- HMOOOOmgfc L < it 12000mgc!: m RM LtXfT U * •> 

7 A16mg£flQ;i> 9 u 7,u-9 ij - i - L t»*«fiR 

PIS! I (Jtttfl 5 ~ 6 ) o 

£ £ tc j£ 1$ cd & , +)- ^ * /U •> h - > ( -7 U > ? d y h tt Si . * ffl 

1 8 
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N sp^te^g 2 fi m) £EffiU a 1 5 ^ m t £ <fc 

cn^20mg!^, ^H-fe^n-T. (JlHtfifettSB : Avic 
el PH101) 19000mg h I < (i 18000mg£SD *. 'W X bf - K S * If - "C 
$ ^i:t FD + y^nk'/Hr/Vo-X (B*filil! : H 
PC - H) lOOOmgk L < ii2000mgi ftSRSJ L T X r 7 'J > & v / * •> 

mm. L fc (JfcttW 7 - 8 ) o 

^CD<h^. ft»S-b^D-X (jfi^kfifcttSS! : Avicel PH101) li, 
£or>90fi»%£U:©*5i? O^fii 1 ££63-150 /imUf:!)©^ 
b Kp^->7°d b 0 ;Hr/l/a-X (B*WiItt$> ': HPC-H) fcU ^ > 
©90£*%&±©¥£?©¥£|fuiM££lO~100 //mi L tz b<D*% 

dn&OSBLfifett^fifeiEAIiitttt^a (<*M 2.5-3.0 kg) ©ft 
tt ft tC t& * ft 5 S (ftAtti! :^'77^f-) KT*lM©ft4* 

L > tfn. 4> -9" ii h •> h - > * R I AS (c ^ 0 liJ ^ L o *S £ £ £ 2 

Jt*<, S*JtT99 : l -65 : 35©$gfflOJi^(C. fii 1 i£#<65 // m ( 
J±^i?iJ7-8) ^> TKItftttT^OTkRIXttOJISi-CftSCCiKy 
/HKfiJctt8#J*P* 5 HPC©S£Jt#50 : 50> 40 : 60 (Jfctfcfl 5 - 6 
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I I 

(pg/ml) 





CC 


ij n r* 

Hrt 


"Z. 53t 

fiLT" tie 


1 ^ /A 
1 J 77 


uU 77 


U U 77 


a v 77 


i / . /t-,1 ri 

HSfe^'i 3 


95 


5 


2 /z m 


0 ft 


1 7fi 


1 90 


4 V 


^ tfe x&ii /i 


Qfi 

y u 


i n 
1 u 


L fJL ill 


1 80 


140 


1 10 


40 


Jtttfl 5 


50 


50 


2/im 


45 


25 


20 


20 


it 801 6 


40 


60 


2 u m 


30 


35 


20 


15 


Jtttfll 7 


95 


5 


15 # m 


100 


80 


65 


40 


ittfcffl 8 


90 


10 


15 # m 


85 


70 


40 


30 



£) ^"K CC&O' HPC(ifi»it^^-To 



gMfJgj 1 - 6 

~ XttSk $1, sp^tt^ i!65# m) ^t^l^t^^t^ 
^^Jtt^ &j&<20# mXti5 umtU^Xo IzfflM Is -o& £ 
l> *>©h 3feO'(C20^ mXli 5 /z raCt 0 ^ ^ L *> © * ft*m 4 mg 
(C, 7 0 h - X (DMVti^ : Pharmatose)200mg^Jn^?L^4 3 T-M^ L 

0. 16mg£ T«£ L tt*fflfifc«B I o 

cn^©f5)*^lJ?!c^^efe4*Siittt:^ (ft* 2.5-3.0 kg) 
©»Krti:tt*ft4S (fcA&« : '<7 5 -f if-) (CT> £»7 7* 
U J fry j >t U > + ? ? h - xoS4i*< 

. 1.6ig/kg* fcl* 8 Bg/kgttt* J: 5 £8:5 Lfco -fcufrNHftlw 
5»RJ:0fiJiaL, llfltfSS^^I/^^'f > *HPLC&IC J: 0 
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& 3 



&ffl.l&y!tk5-'ik<Di&®'7'7 \s J * > 111 ^ • ^ ® ^ ^ ^ ^ 

(ng/ml) 







BN&4* 




15# 


30# 


60# 


90# 


##0<]1 


BNGD<£- 


1. 6mg/kg 




1.4 


0.8 


0.4 


0 




BN©<£- 


1. 6mg/kg 


20 


1.2 


0.7 


0.3 


0 




BNCD-3- 


1. 6mg/kg 


65jum 


1.2 


0.6 


0.3 


0 


4 


BN+5 t? h-X 
+ StMg 


0. 16mg/kg 


5# m 


0.2 


0 


0 


0 


#*0J 5 


BN+7 ? b-X 
+ StMg 


0. 16mg/kg 


20 um 


0.1 


0 


0 


0 




BN+5 ? h-X 
+ StMg 


0. 16mg/kg 


65# m 


0. 1 


0 


0 


0 



* •> A £ 7Jx t" o 



g^jgj 5 fc_£j£Jfcj£jg! 9 -16 

®0^O-^T'*^^^P7i^>y^^- b 'J <5 A ( ft] # *6 IS X H 
tttK) *¥^ti^S* < 40. 15Xli 4 jk m <t tt* «fc "5 tw»a Ctl 
£>©20mg(c, ig B s B t^D-X (MftJ&ttlS : Avicel PH101 ) 180mg 

#Wit*±£!J : HPC- H ) 20mg£ UXf7'J>|7/*^ 
AO. 16mg£ft]*., M^l^M^sMLZ-io H 
I$n/:y?a7it.ynh'i')^ ( fQ ^ X H ft £ii ) * 20mg 
t <0 s t K d * •> 7° p f ;Hr /U a - X ( B * it tt S3 : HPC - H )2 
OOmg > ?| L T X -f 7 U > K / * •> f? A 0. 1 6mg£ to * *K - fr 

2 1 
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Z(Dt%, MJHr^o-X (Ififb^fet^ : Avicel PH101) (i , 
^ CD 90S *%J^±©fci^© il£63~150 umtltzkCD, 

t K n * v -7 D f ^ -tr ;U d - X ( B * f it ft i! : HPC - H ) (4 . * 
CD90S*%J^±©&^ ©¥£jfi^ S£ 10- 100 ymH/:t)®^^ 

n^n^ffl i fee 

y^D7xt7?t MJ^A©^2ig (J£$£0J 9-11) s 5> ? P 

;l/D - X <t ©7g£tl20mg 5 3fecn;:Jttt0|12&tfl3) „ Xli 

&ti20ing (ifc|£m4~16) £ % ^tl€ - tlfife£*«Jit«5i (ft* 
2.5-3.0 kg) <D#^rt (Cfft^&^Ss (iShMW. : ^^Hf-) 

y * * h u 7 a m & * hplc& ic «k o fiij ^ l fe o dn * « m v> m # £ it 

HPC<Bfi£J£#s fi*J±T99: 1 - 65 : 35© ft ffi © i# £ (^Jfe 
W 5 ) i:> i$riU0# m J: <9 l^i#& (J£M 12& 13) * 

> *RJKteTfroy;UJBrictt0S*Jfetf ©J#£ (Jttfc0U4~16) ^ 

itTl^:ii^^5, 3fe> ±^fe'tftf>ii&, ££>*±?&(*M 
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1 4_ 

WttJ L fcAUC(/z g /mLx min) 







CC 


HPC 




AUC 


ih$$#il 9 


DF© 






4 ii m 

X 111 


18. 5 


it«twio 


DF© * 






15 u m 


20. 0 




DF©^ 






40// m 


19. 8 


ISJfefll 5 


DF, CC, HPC, 

0 l In 6 


90 


10 


4 // m 


360. 8 


it & #i] 1 2 


DF, CC, HPC, 
StMg 


90 


10 


1 5 \x m 


164. 8 


Jt&0|13 


DF, CC, HPC, 
StMg 


90 


10 


40 jc/ m 


135. 0 




DF, HPC 




100 


4 # m 


60. 5 


Jt«0]15 


DF, HPC 




100 


15 u m 


58. 7 


J£80|16 


DF, HPC 




100 


40 # m 


65. 5 



&) DFIi^D7xt7H^ CCttfclSII-fert'D-X*, HPCte 
t FP*>ynk'/Hr;l/D-x^^to £4^ CC&tf HPC©ifc 
f (iS^JcDS*jt^^-ro StMgHX-rT U >|7^ •> 0 A £ 

"9*" o 



^ML§ ^Jtfefll 17-19 

iiio-o-e^s^^ryi/y/i?^ > ( ? 7 r - ? > • x 

SxttJKL US. W&$L=f-&%$u m) ^^IttO-o^'U ^© 

17) Xlit^^'LfcfcO (HSfe^l6) 4 mgtc, ifc ii -t? ;U p - X 
(JUkJfcttS! : Avicel PH101 ) 1 80mg£ ft] *. ?L& 4 1 T? 31 & L ^ Z Hz 
t K o * •> d e Jl> -tr ;U p - 7. ( B * f ig HI : HPC - H ) 20mg £ 
JtiRffl <h L T X f 7 'J >l7r^'>no. 16mg£ to s #L& * c= 
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■7 ? 7 7 - v > • X $ xttHL II, ^S^iies^m) £¥L&± 
Tf^^Ls Z fair o /tmitt5J:T!:U 1" *9 o ^ 

LTl^il^C (Jttfc0|l8) Xlit^ia/:fcO (J±^^i|l9) 4 
mgtc, Xf- U > i> t*-/U^>-tf>£it&ft®li (¥^*4iM340#m 
)200mg£ m^S'J £ L T X r 7 'J > $ t / * > 9 AO. l6mg£ftD/t, ?L 

CCD££, ifelt^D-X (Mitfc&W. : Avicel PHlOl) (i , 
^ CD 90S* %&±©f£^cD¥^fuiPS£ 63-150 wmiLfct©, 
t K n * > 7° u fc° ;Hr - X ( B * # it *± S!i : HPC - H ) (i , * 
© 90M* % &± CD fi^cD^fii 1 S£ 10-100 (imi I /; k © £ ^ 

cn^cD^^ti^sfes*siittm^ ((** 2.5~3.o kg) com 

8 mg/kgt fc 6 <t 9 ic&i* L fco -SiSrafcfcEftlKJ: *)#lta 
U ifli4 J ^^7"7 p uy^7^>^ HPLC& tc d; 0 i'J £ L fc o H £ ^ 

5 iC^f"o 

S^ijT-^e HPCOffi^Jt*<mJiJtt?99 : 1 - 65- 35© fg ffl © if £ ( 

6 & 1/ > ^ f -;U^ >-tr £ L (it 
&0I18&C/19) «fc 0 fei*<.i«*Jfil*»«£* U 

& o 
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H 5_ 

( ng/ml ) 





cc 


HPC 




15# 


30# 


60# 


90# 


%m.m 6 


90 


10 


5 # m 


6. 4 


5. 0 


3. 2 


1. 8 




90 


10 


65 jcz m 


0. 5 


1. 0 


0. 4 


0. 2 


J£80]18 






3d m 


2. 3 


1. 8 


0. 9 


0. 5 


Jfc«0]19 






65 jt/ m 


0. 2 


0. 6 


0. 3 


0. 2 



HSfe^iJ 6 (II©S?ii5//m) tJttt^J17(*«!l©ti^S65^ 

Jttfc0]18 (ag^OS^S 5 # m) t it tfcflj 19 

^©iftjRttClSlJbOfca&KtiN ^^©li^^^N-io^mTfe^-e&Si 
HHfti, *||B^<jF)2«a©SiSiJ«:m3E©Jt$Tffl^*)-li:Tfieffl 

<s i ^ a< r b# ffi /t $ n a n & ^ ^ c <t # w h & x* 

1 7 f- K • S S tt H ® © - o "C & f 9 4 > x 'J > (y/7tt 
£L *Ss ^tt^S 2 it/ m) * 200mg(i x ;U o - X (Jfl 

{t/jJcftH! : Avicel PH101) 1800mg£ Jto x. " 4 X £ - K i * - "C 81 
£ L , £ £ t K a + ■> 7° n t° ;Hr ;U a - x ( B * « it *± : HPC 
- H )200mg<J:yi?R^J Htxf 7 'J >Sl7/^n 1. 6mg£ttl*. 
N ? d x d - * U - i*-*-X*m& Lt»**&JsS«!l*WI!! L (HSfe 
«7) o *A:it«CD^"/^-f>X'J> ( •> T^ttlSL *i, 
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=? m 2 ii m ) £ 200mg!C , X f- U > fc" - ;U -tr" > * fi £ # ^fli 
(¥15)*! ?S40/z m ) 2000mg£tt]/L ^ < Xf - K; + t-tl^L 
s $ £lc»ft»J£ LTXf-7 'J >»-7 1.6mg£ft];i. * 
DXo-^J-; *tf--T?S£ L WIS! Lfc (J±&fl|20 

) o 

d©££, »*SiHr;Up-X (JiHb/£*±§!! : Avicel PH101) (4, 
* © 90S ft %Ji(±©fe : F©¥^& : f 11 £ 63- 1 50 0 mi L *>©. 
t K n * •> ~f u t?;n?;u o - x ( B #tf ilftM : HPC- H ) (i N € 
O90fift%J^±©*i^ 10- 100 /imtLfcfc©** 
tl € ft ® ffl L tz o 

C ft Gfe£*iltlt££3& (#« 2.5-3.0 kg) ©ft 

L s ifo^M > * 'J > ^^©ifti^illMJ^* -y h ic ck 0 S"JS L /Co 
*SJH£^ 6 {c^-To 

HPC©M&1££<> fifiJtT99: 1 - 65- 35© $5 ffi © « & (Hi&fef&i7 

^iiufc*^ (itttffi20) ct o h m^M^AL^m&^T^ l. 
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(mU/ml) 







15# 


30# 


60# 


90# 




2 // m 


2. 4 


1. 7 


1. 2 


0. 4 


ihix^J20 


2 // m 


1. 0 


0. 3 


0. 05 


0. 02 



tt*<|Sj±f SCDTWtt < > fit ^ S 1 0 it/ mCD^tl^^ffl-r 

HftfeflJ8Rt/9 s Jt^^J21-24jfeO'iC#^M 7 
iII©-o-e^ 6 ±£15 7' 7° b y;l/7^ > (7^7r-7> • X 

, :tl^4mgi:, JftSSH-fert/ci - X (jflftfifcttSS : Avicel PH10D1 
80mg^L<(S leOmg^Jn^fLI^^TS^ L . $t.Ct Ko*>7'd 
f;Hr^D-X ( B *tf ilM : HPC - H ) 20mg h L < (2 40mg<!: flf 
iR^iLTXf 7U >S7/^nO. 16mg£#[]/U ?L & 

ttzit&O&t&MT'-? \s S J17 <t > ( V 7 7 r ~ "5 > • X ^ X *± 

£4mg{c N ttSftft-fe/UD -X (tettfiJctt*! : Avicel PH101) 1 lOmg 
L < (i 80mg £ Jo ?L I* * T M & I > $ £ t K o * •> 7° o b° ;U -tr ;u 
n - X ( S : HPC - H ) 90mg t> L < (i 120mg £ H M t 

LTXf 7 x ) y ft -7 7' * •> -7 A 0. 1 6mg£ Ha *. N IL^tpti^Lfi)* 
*1 113 g!! L (Jt(RW21&^22) : 

£ ^> (C it f$ CD % , i£$77lW;l/7^> (T77r-7>-X^ 
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/Un-X OlifkJifcttS! : Avicel PH101 ) 1 80mg fc L < (i 1 60mg£ to 
a^^tS^U $ t> Jw t K o * * 7° p f ;u -tr ;u o - x ( B 
ft® : HPC-H) 20mgk L < (i 40mg t ffi R M t LTXfT <J > 8? T 
7** v"7 AO. 16mg£*n*., ILI*^ L ^ PIUJ I ( 

lfc&0l]23&t>'24) o 

Sf:##l?|iLT, 7 7 U y ;u 7 ^ > (^?7t-?>-x 
^ 7s*±S!U HH. t!65// m) 4 mg £ ft £1 H? J\> □ - X (jfi 

itj&ttU : Avicel PH101) 1 80mg^r 20mLO *t §y 7K ic 5 OmLcD If - ij - 4> 

+ •> 7 d b° Jl -t? ;U d - X ( B * V M tt $g : HPC-H ) 20mg i ft S'J 
HTXr7iJ>|7 •> 7 AO. 16mg£iD/Ls IL^^T'I^ L 
^ffifdt^^MII! Lfc (##017) o 

COt^ IfcfelHr^P-x (Ji&ftJifcttSU : Avicel PH101) fcU 
£ CD 90**^Ut±<O*4 : ?©sp^t4 : F-S* 63—150 tfmiLtfc©, 
t K o * •> 7 p t° ;n? ;u □ - x ( B # it *± H! : HPC-H) tt , * 
O90lt*%J^±cD|i^ (DW-tyfa? IS£ 10- 100 /zmH/:t©^e 

cnb©*lJ&^£EJfe£*MM£ (ft£ 2.5-3.0 kg) ©# 

8 mg/ kg £ -5 «fc o \z a 5 L o - £ B# ffl & 5 ft |R «t *} $ rtn 

7 id ?k i~ o 

*£K7*7 P u y ;U7 4 tirS d <b d 0 * * fcTKJlfc 

g£'JT£>3 HPC0«£Jfc>&< % fifiibT'99 : 1 - 65 : 35© {g gg © J# & 
(HMJ 8 Rtf 9 ) 3fc*gE»Lttl.i*§& (JtttW23&O f 24) * 
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Bf£&V>&We&2> HPC©«^Jt*<55 : 45. 40 : 60 (JtttW 21&. 
22) ^> ^lt*ttT^OTK»JRtt©»lfijT*SCC<!:-«Jw8|[tttt# 
3 (#%fl|7) «fc*) t>m.*ftfl]fo*f ft*** U 

cb rt< t> ^ -5 o 

£ L 



^jafift^ft^^^JSK^^ u y ;U7 ^ > tin. 4 1 ft £ © n# 83 £ ft 

(ng/ml) 





CC 


HPC 




15# 


30# 


60# 


90# 




90 


10 


^ life 


12. 7 


6. 2 


5. 0 


3. 2 


nmm 9 


80 


20 


H life 


10. 8 


7. 0 


4. 5 


2. 6 


J£«0|21 


55 


45 




1. 5 


1.2 


1. 0 


0. 6 


Jt^^J22 


40 


60 


H life 


1. 2 


1. 1 


1. 2 


0. 8 


Jfcttfl23 


90 


10 


*£life 


0. 5 


1. 0 


0. 4 


0. 2 


J£ttfl|24 


80 


20 


TfeHJife 


0. 1 


0. 5 


0. 1 


0 




90 


10 


H life 


4. 5 


2.3 


1. 4 


0. 6 



HtfeflllO&tnK ■fct£ffi125~28;IfcD ; 'iC#%ffiJ 8 

X r o <t FliO-o-e^/Dt^yl^^P / * V >(S i cor 
ttSSL *Hx ^^itTI 6 // m) £7k&$ ch L /tttJRfifftft L> - 
n^Smgic, jfcftii-tr^P-* ( Jifl: *± : Avicel PH101) 160mg 
fc L < ti 140ng£fln;L'W x t°- K i *f-TfjB^ U 3t»i:tF 
D * <>y D f;Hr ;U D - 7. ( B #M*±^ : HPC - H ) 40mgt> L < 
ti60mgi mRM HTXfT'J >i7y^y^A0. 16mg^r|j0^, * 
DXD-^'J-Ut-tI^Lf»*lJ$i^«!U: (HJfe^iJlO 
R 11) o 
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£ tz it ® <D n 7 o t c * > m * 9 p * 9 7 >(S i corfct $! , ¥ 
& 6 # m) £*»*<!:lfc»**Sft*U 5 mgic, ft£Ii-tr 
;Un-x (JflftfifcttS! : Avicel PH101) lOOmg k I < (i40mg£ frl X ' N 
<<X\i-Fi*-*-T'm&l. £ b tw t K o + •> 7 n f ;Hr /I/ o - 
X (B^Wiltt^: HPC- HMOOmgfc L < t* 160mg £ MRM £ L T 
XfT'J > it "7 ? ' * •> ^ A 0. 16mg£ flD X. > * a X □ - 9 'J — S + 
-T«£Lt&*ffiJifc<»*II«Lfc (Jt&0j25&tf26) o 

$ h lcJtt£©&. 7 d t°* ? p ^ * 7 XSicorttSL *H 

X ( flltt fife f± S2 : Avicel PH101 ) 1 60mg h I < I* 1 40mg£ So X. ^ X 
f - FUt-tl^L> $ £ K t F o * •> 7 p h° ;Hr ^ p - x ( 
B#tf M&m : HPC- H) 40mgk I < (i 60mg <h M R M £ LTXfT 
ij > g / * -> ^ A o. 1 6mg£ to X x ^oxo-^J-^t-Ti 

* fci£ft]##i?ij HT, ^Dt't ? 7 > (SicoritSS 

x ?^lifl6^m) 5mgi»IS B lt^D-^ ( Jll lb *± M 

: Avicel PH101) 160mg£ 20mLCD ffi gU7k iz 50mLO t" - # - np $ > 

hT ;l/ -tr Jl o - X ( B * f 1 tt M : HPC - H ) 40mg £ M R M t L T X 
f7'J •> ? AO. 16mg£ft)Xs ' s 4 X h° — K S *t-TS 

$&*£iH?*P-X (Ifljbfifett^ : Avicel PHI 0 O (i> 
* © 90S m.%M±<D t^O?^ *iiMI£63~ 150 //miLH®, 
t K □ * •> 7 o f ;Hr ;U o - X ( B * 1 it tt Sli : HPC - H ) It, % 
<DB0MM%&>± <D¥ 10- 100 ymi I k £ 

n ft fig « l o 

Cft£©fflfifc#l£&fe£*il&tt£3& (ftfi 2.5-3.0 kg) <D% 

3 0 



I 

WO 00/12063 PCT/JP99/04559 

tertict&*ffi53S (*Atti!!:^^7>rif-) !:tffl)S«i0S41 
8 mg/ kg <h & £ «fc •? Iw & 4 L © — ^ ffl \k \Z If £ 9 ft HE 
L s jfo* 7 p tf * > S?^ * o > * V > £ . RIAS JC «£ «9 L A: = W 
8 JC^^-o 

JB«fctt©**ljT?*<5 HPC®a^Jt*<l:*JtT99 : l~65:35©$&ffl 
©i§& (JUSfllORtfll) 1^ Ltt^*£ (lfc$0J27Rtf 

28) *«»ttT^OTKR'Rtt©S«"C* SCCtttTkRlRtt^^ 
;H^fiJtttO*»lT?* S HPC0ffl£J£#5O : 5(h 20 : 80 ( it $ #j 
25Rtf 26) ^*Jl*tt7?^o*iRjRtt©*Si|T'**CCt-«liall#g 
ft ft $ -it $ & (#%0IJ8) «fc «9 fcK^fkMjfa't'aifi^^ U *I6 



H 8_ 

(pg/ml) 





CC 


HPC 




15# 


30# 


60# 


90# 




80 


20 


m n 


40 


34 


24 


8 




70 


30 


% m 


36 


28 


20 


12 


it&0ij25 


50 


50 




5 


3 


2 


2 


Jt^f?iJ26 


20 


80 


% M 


3 


4 


2 


2 


Jt^^|27 


80 


20 




25 


20 


12 


8 


It 01 2 8 


70 


30 




20 


22 


18 


12 


# % 01 8 


80 


20 




28 


16 


10 


3 



&) * + , CCRtf HPC(iMlt£*t 5 



#%J 9 R#fg8tefl] 12-17 

3 1 



WO 00/12063 PCT/JP99/04559 

m&M<D-n: $> 6i&m7"? U J to? 4 > ( ^ ? 7 r - 5 > • X 
SRK 10 o C-eo-^$t^OBtF B ^ 0 . 2. 4, 6, 8, 10, 20B#ia 

( «i -ft fife *fc 8S! : Avicel PH 101 ) I80mg£ jta x. ?L 0* * T? il £ L * * £ IC 
b KP*f7n h^Hr^o-* (B*MttM : HPC-H) 20mg<h 
m^^J HTXfT'J 7* v V AO. 16mg£ in*.. ftft^Tfi 

ISiKa-b^o-X (1®.itf&ttU : Avicel PH10O (i, 
* O 90S ft % \cX ± <D 63- 150 (tmi L/:t>©v 

b K o * •> 7 p b? ;Hr ;U o - x ( H * « il *± H! : HPC-H) (i N * 
CD90fi*%J^±©M^ £>¥iS3&^S£lO~100 wmi 

CLn&O&Jfc^fcGfeaEfcfciSttM (l** 2.5-3.0 kg) o% 
fr\ 8mg/kg£&£<i:9lc&-$Lfco — 5E i^f HI Sfe «k «9 &ita 
9 ic 

: 1 - 65 : 35© $1 SI <D i# & <h I tz t £ > & 
«fc O'-ftSfc^BfRIi^ 6 <-10B#W©IEfflT«SE$ n/i*li6WO«afife«!l 



3 2 



WO 00/12063 PCT/JP99/04559 

i 9_ 

(ng/ml) 





— Yr %r iHk B# 

lA. : rL* /^s w Tj IHJ 




30# 


60# 


90# 


■gj* ^ i/'j o 


n 


2 7 


1 2 


0. 5 


0. 2 


* tfc X5|| 1 9 

^ /aE T/'J i £ 


9 


10 8 


7. 0 


4. 5 


2. 6 


H 3fe #>] 1 3 


4 


12. 7 


6. 2 


5. 0 


3. 2 




6 


14.2 


11. 1 


8. 2 


4. 8 




8 


13. 5 


11. 0 


8.4 


4.2 




10 


14. 1 


10. 2 


8. 1 


4.0 




20 


6. 8 


4. 0 


3. 4 


2. 6 



3 3 



WO 00/12063 



» * o i 1 



PCT/JP99/04559 



1. ( 1 ) &=? g#<10,u m*lT^ 6 mm. ( 2 ) *RJRttTfr 
o7KH^ttOg^iJs RCM3) *«JRttT'^oy;HBfiJctto*»l* 

y;U^fifettO*fflO«^il:*^ i*J£T99: 1 -65 : 35cD|gffl-<?£> 

2. ttHttOti? fi^ 0.5/z m^±10/z m*iiT* 1 tw 

3. S^!RJRttT^o7klii6tt©£Sflrt^ *S H -fc ^ n - x s a- 
-fe /u p - x . -f * x h ? > . * ^ > ^ & + b if > ^ & & P ^ £ 

;HriI/D -x, t K a 4- > 7° o £ ;U x f- /U-fcr ;U p - X % ft ;U + •> 
yfiH?^D-x, i] Jl + •> / f - ^ -tr ;U a - X -J- h U A , & £>' 
ft ^ ?K * •> ^ f - ^ -t ;i/ o - x ft Jl ■> 7 A ^ & ft 5 SI ^ il If ti & 1 

3 4 



WO 00/12063 PCT/JP99/04559 

8. <M&&m^ x k> , mm® <D 10 V m&ffitt S I ££ 
4* ft £ "t* 111*5 1 - 5 ©o-f n^-«lclS«©»*ttli#a:4ffl 

9 . ( i ) mm&rn itzm®. c 2 ) 3k«*tt-e^o7k«iRtt© 

£$K at; (3) 7k"RiRttT-^oy;u^j£tt©&aj££^J?£0 , 
tt7K«»tt'C^o*RjRtt©a#J £tt*»JRttT?^oy;H^fiJctt© 
g#J©jI&Jt^> S»JtT'99: 1 ~65 : 35©*B1BT* 5t&5fc#&# 

10. fit*te«ftL^H«B*<*^-/f' K • ge"«tt*«!lT** C > 
it *»*« 9 lcEtt©»*tt«*fi:^ffl*afi!t4»o 

11. tt*H»ttt?^o*RJR-tt©*ffll*^ ei*AD-7, a- 
■b ;u o - x N f^x^^ * f- > x Rc;*M^>^bttS^^«s) 
Itftli 1 tt^ L 2 Jei±T*-5»*5 9 * ^(ilOJc|e*©^*ttS 

12. BETKRJRtt-T^oyyl/Jgrittt©**!^* ^lr^>U( 
te4?;l/n-x©M7^^l/x-x^T&6ft*il 9~lloof ft 
^-^^©S&^ft&A&^fflfflrit^o 

13. a£-tr;uo - x©f£,$7 ;u*/ux- -f ;u^\ t K o * 7 s □ t° 
;u -fe ;u o - x % t K o * •> -f o t° ;u ^ ;i/ -t? ;u d - x , # ^ <-K + -> 

# Jl * * •> ^ f - ^ -b v'l/ n - x © ;U •> •> A £ ^ y> t£ & I* * N £ =1 1* 
ft -5 1 K o L 2 J£l± © -tr ;U □ - x © filft 7 ;U * ^ x - f ;u T * -5 It 
*5l2lci5*©tt*ttSlia:4fflffliac«»o 



3 5 



INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP99/04559 



A. CLASSIFICATION OF SUBJECT MATTER 



Int. CI 6 A61K9/14 r A61K47/36, A61K47/38 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 6 A61K9/14, A61K47/36 r A61K47/38 

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


JP, 10-59841, A (Teijin Limited), 
03 March, 1998 (03.03.98), 
Especially, Claims and Examples, 
(Family: none) 


1-13 


Y 


JP, 9-291025, A (Teijin Limited), 

11 November, 1997 (11.11.97), 

Especially , Claims and Examples, 

& EP, 496307, Al & WO, 92/12713, Al 


1-13 


Y 


JP, 6-504539, A (NIPPON GLAXO LTD., Group Limited), 
26 May, 1994 (26.05.94) , 

Especially, Claims and page 3, upper right column, lines 
5-14 

Sc EP, 496307, Al & WO, 92/12713, Al 


1-13 


Y 


JP, 10-114645, A (FUJI CHEMICAL INDUSTRIES, LTD.), 
06 May, 1998 (06.05.98) , 

Especially, Claims and page 3, right column, lines 2-9 
& GB, 2322077, A & US, 5948749, A 


1-13 



D Further documents are listed in the continuation of Box C. See patent family annex. 



* Special categories of cited documents: "T 
*A W document defining the general state of the art which is not 

considered to be of particular relevance 
"IT earlier document but published on or after the international filing "X" 

date 

*L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other M Y" 
special reason (as specified) 

*O w document referring to an oral disclosure, use, exhibition or other 
means 

U P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
12 November, 1999 (12.11.99) 



Date of mailing of the international search report 
24 November, 1999 (24.11.99) 



Name and mailing address of the ISA/ 
Japanese Patent Office 



Authorized officer 



Facsimile No. 



Telephone No. 



m^mm^ pct/j p9 9/045 5 9 



a. %w<r>®-fz%m<Dftm ( 1 po ) 

Int. CI' A61K9/14, A61K47/36, A61K47/38 



«««rtTofcft/M»*«- (BIRWn^R (IPC)) 
Int.Cl" A61K9/14, A61K47/36, A61K47/38 



B3l't--5 



JP, 10-59841 
8 (0 3.0 3.9 8) 



A (3?A*fc5£#tt) , 3 . 3 /] . 19 9 



JP, 9-291025, A (^Att^tt) . 11. Hfl. 1 

997 (11. 11. 97) , m^mnm^mm^xinmrn & 

EP, 4 9 6 3 0 7, Al & WO, 9 2/1 2 7 1 3, Al 

JP, 6-504539, A (?7?y, V >V—s* V^T? 
K) , 26. 5 3. 1994 (26. 05. 94), #l-^fF!f * 
©t^fttf S& 3 l£fr±fll!B 5 ~ 1 4tT & EP, 49630 7, 
Al & WO, 9 2/12713, Al 



1-13 



1-13 



1-13 



to 

roj QSIw<fc5B^> <£ffl> S^^l-msi-SXfilt 

rpj m&mmBwix\ n^fmn^mnsmtttum 



nnaymz'JimZMzXtik 
rxj WiB5iw*>55:it-c*>oT, a&Xfita^T-lsW 

r&j B-^f 1 y h 7 r 5 y -xfi* 



12. 11. 9 9 



2 4.1 1.99 



BBBaBMO^Wftt/fcTjfe 

0#BftilF/T (I SA/J P) 
1 0 0-8 9 1 5 
JOMS'HtHKBrtiMHT 1 4 # 3 * 



#^ff*St (♦tRwfcSWJl) 



# 



4C 



9 4 5 4 



03-3581-1101 



3 4 5 0 



«^PCT/ISA/210 (S2^-v?) (1 9 9 8¥7fl) 



m&mm&% pct/j p9 9/04 5 5 9 







BUSH'S 


Y 


JP, 10-114645, A (#a;£tt£±3jgi&) , 6. 5£. 
1 9 9 8 (0 6. 0 5. 9 8) , flMCftlf »#<0|SIB < fttf£ 3 
U^2~9^T & GB, 2 3 2 2 0 7 7, A & US, 594 
8 7 4 9, A 


1-13 



SSPCT/ISA/2 10 (fH2-<-i >/Om$) (1 9 98¥7£) 



